DPANH GIA HIEU QUA HOA TRI PHAC PO ACT LIEU DAY TRONG
PIEU TRI BO TRQ' TRUO'C UNG THU VU GIAI POAN LAN RONG
VUNG KHONG CO KHA NANG PHAU THUAT TRIET CAN
TAI BENH VIEN K TU 2015-2018

TOMTAT

Muyc tiéu: danh gia ty | dap tmgova mot sd tac
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réng tai vang ¥ héng cé khanang phau thuat trigt can.
Doi tu va phuong phap: nghién ciu héi ciu
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du tiéu chuan, ¢& mau gém 32 bénh phan ung thu' va
giai doan lan rong tai vung khéng phau thuat triét can
duge ngay tr dau va dugc digu tr| tal khoa Noi 1 -
Benh vienK tir thang 7/?015 dén thang 12/2018. K&t
(wa Bénh nhan c6 tudi trung binh 50,4; Giaidoan T4

iem 50%, N2 chiém 65,6%; GPB: th thu bigu mé
theé ong xam lan chiém 68 8%, Nhom bo ba am tinh
chiém by |é cao 40,6%; Nong do CA15-3 ting cao &
46,9%. Ty I& dap Uhg hoan toan dat 12,5%, chl yéu
dap uhg mat phan chiém 75%; Phau thuat tién hanh
trén 25 bénh nhan (78,1%) sau héa tri bd trg trudc
trong dé 18/25 caphau thuat triét can; Doc tihh: chi
yéu ¢ muc do nhe 1-2, H\éng anh h.rdhg dén ligu
trinh diéu tri. Ha bach cau tr tinh cé sot gap &
0,78% cac lsot truyén, non dd 4 gap 1 ruthg hap va
Fiém sot tat khi vao vién, Két luan: Két qua nghién
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ctu khéng dinh phéc db nay cho hiéu qua diéu tri cao,
kha nang dung nap tot, han ché doc tinh huyét hoc do
¢6 su ho trd cla thude tang bach cau du’ phong.

SUMMARY

EVALUATION EFFICIENCY OF
NEOADJUVANT DENSE DOSE ACT REGIMBEN
INLOCALLY ADVANCED BREAST CANCER
WITHOUT CURATIVE SURGERY AT
HOSPITALK SINCE2015TO 2018

Objectives: To evaluate the response rate and
the number of side effects of dose dense ACT
regimens In necadjuvant therapy to locally advanced
breast cancer where curative surgery is not available.
Subjects and methods: a retrospective study
combined with a prospectve study was performed on
32 locally advanced breast cancer patients who did not
have curative surgery treated at Department of Internal
Medicine 1 from7/2015to 12/2018. Results: Common
age is 50.4; T4 stage accounted for 50%, N2 accounted
for 65.6%; Pathology: Invasive ductal carcinoma
accounted for 68.8%; The triple negative group
accounted for 40.6%; CA15-3 concentration increased
at 46.9%. The complete response rate reached 12.5%,
partiar response rate is 75%; The surgery was
performed on 25 patients (78,1%) after neoadjuvant
chemotherapy in which 18/25 curative surgeries;
Toxicity: Mainly toxicity is mild with grade 1-2 and does
not affect the treatment course. Lower neutrophil and
fever accounted for 0.78% of transfusions, level 4
vomit‘n? has 1 case and good control when
hospitalized. Condusion: The results confrm that this
regimen has a high thergpeutic effect, good tolerability
and limited hematological toxicty due to the support of
prophylactic leu-ocytosis.

I. DAT VAN DE

Theo Gobocan 2018, ung thu v (UTV) ¢d ty
i mic cao nhat va 1a nguyén nhan tr vong do
ung thu hang dau & nr gidl. Ta Vit Nam, nam
2018 ¢ 15.229 truthg hop mdl mic va 6103
trudng hop tlr vong do ung thu v [1]. Mac dl
c6 nhiéu tién bo trong sang loc, phat hién sém,
chén dodn va déu trl ung thu v nhung ty €
bénh nhéan dén vién gai doan mudn van con cao
va tién luonhg sdng thém cla nhém bénh nhan
nay conthap [2].

VA nhém bénh nhan UTV giai doan lan rong
tal ving (LRTV) khong phau thudt triét can dugc
ngay W dau, héa tri bé trg rudc hodc héa tri
chuyén dbl ducc col 13 su lta chon tét nhat vl
muc dich t6i uu héa ty 1é ddp Ung, giam gia
doan bénh va tién tdl Iha ndng phau thust tét
can cho ngudi bénh [2][3].

Céc nghién cu gan day cho thay phac doé
ACT Beu day véi su ho trg clia thude kich thich
phat trién dong bach ciu hat (G-CSF:
Granuocyte Colony Stimulating Factors) la phéc
do cé thé thuc hien duge, kha ndng dung nap
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tot, héu qua cao, cal thién 1€t qua diéu tri va da
dugc nghién clu trong nhigu thir nghiém ldm
sang & glal doan bd trg, gial doan bd trg trudc
rén thé qidi va tai Viét Nam.

Ta Viét Nam, phic d6 ACT liéu day da duoc
dua vao diéu 11 bd trg, bé trg trudc ung thu v
trndm 2014-2015. Tuy nhién hiéu qua cla phac
do ACT liéu day rén nhém bénh nhan UTV giai
doan LRTV khdng cé kha ndng phau thuat triét
can ngay tf ddu chua dudc ghi nhan frong
nahién cliu ndo. Do vay, ching toi tién hanh
nahién cliu vél muc téu ghl nhan ty 1€ ddp Ung
va métsd tac dung khéng mong mudh clla phéac
do nay.

11.DOI TUONG VA PHUONG PHAP NGHIEN QU

1. B8l tuong va thai glan nghién ciu: 32
bénh nhdn UTV giai doan LRTV khong phau
thuat triét can dudc ngay tr dau duoc diéu tri tal
lhoa N&i 1 tf ndm 7/2015 dén 12/2018 (10
bénh nhan hdl c(u va 22 bénh nhan tién cliu).

Tiéu chuan lua chon

- Tudi 18-65, gl Nt

- Dép Ung dl tiéu chuan UTV glal doan LRTV
khéng ¢ kha ndng phau thuat triét can tai thol
dém chan dodn qua khadm ldm sang va phuong
tén chan doan hinh anh.

- Pudc diéu tri ft nhat4 chuly AC liéu day

- Bénh nhan dong v diéu tri phac do liéu day
va chi trd thudc GCSF bude 1.

- Bénh nhan Ihéng ¢é chi dinh diéu tri phdi
hop vél thudc diéu tri dich (khdng Her2 neu)
hodc khang VEGFR do khéng cé bdc 16 quéd mirc
Her2 hodc l:hdng cé diéu Iién diéu tri,

- (nliendng t6ng mau thét 1d &) birh thutha,

Tiéu chuan logi trir

- Bénh tén trién trudc Ihi két thiic 4 chu Ly
AC liEu day.

- Bénh nhan c¢6 bénh phdi hap nang.

- Khéng cé ho sa luu trlr day dd.

2. Thiét ké& nghién cru: Hoi clu Két hop
tén cliu, thlr nghiém ldm sang mét nhém khéng
ddi chiing, chon mau toan bo.

3. Quy trinh nghién cau:

3.1. Xét nghiém thudng quy trudc digu tri

3.2.Phéc d6 nghién cliu ACT liéu day

- Doxorublcin 60 mg/m? pha HTM 0,9%/HTN
59%TMC 10-15 phitngay 1

- Cyclophosphamid 600 ma/m? pha HTN 5%
TMC 60-90 phutngay 1

G-CSF 30 MUI tiém dudl da tf ngdy 3 x 5-9
nady ty mulc dé gidm bach cau clia bénh nhén
hodc Pegfigrastim 6 mg x 1 6ng tém dudi da
naay 2 (sau két thic hda tri 24h)

Chuly AC liéu day moi 2 tuan x 4 chuky
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Sau dé chuyén phéc dé cT4ad 4(12,5) |
- Paclitaxel 175 mag/m? pha HTN S5%/MHTM CcNO 2(6,3)
0,9% truyén Uong 2a8 N cN1 7(21,9)
Ci'UIVZUJmX4CI'uJIy cN2 21 (65,6)
3.3. Panh gid dép Ung sau 4 chu kY hodc khi cN3ps 2 (6.3)
nahi bénh 8én trién Nhanxet; Tuol trung binh cua benh nhan la

3.4, Phau thuat

3.5. Phdc db didu tri b8 g sau phau thuat:

héa tri, ndi 1ét, déu tri dich, xatri bd tro.

4, Pao dirc ngien clriu

tré (504 tuol), ¢6 4 bénh nhan (12,5%) ung thur
v thé viém, 2 bénh nhan ¢ di can hach thuong
don cling bén tal thdl diém chan doén.

Béngz' Mot s6 ddac diém can lam sang

- D€ cuong nghién clu da dugc thdng qua  YUTVian %%
tal hol d‘onq thong qua dé cuong cap co s& Bénh Pac Can lam sang n (%)
viénK nam 2018 Giai phau Tieu thuy 8 (25,0)
- Céc thdng tn cla ngud bénh duccbédo mét. bénh Iy Thé ong 22 (68,8)
- Bénh nhan tuf nquyén tham ga nghién clfu. i Khac 2(6,2)
5. Phan tich va xr ly so liéu. S dung Lumln:: A 4(12,5)
phan mém SPSS 16.0 2 Luminal B 5(15,6)
- i o Hoéa mé mién Her (+) 10 31,3)
I1l. KET QUANGHIEN CUU dich 35ba3m
Bang 1: Mot sé dac diém lam sang UTV “thh 13 (406)
fan ro - (156
e diém o sang | n(@s) | | NongaoCER [5G0 TTEE)
Tuoi trl_rug binh 50,4 (21-65 tuoi) NG6nhg doé Cao 15 (46,9)
cTX 2(6,3) CA15-3 BN thudha |17 (53,1)
cTl-2 6 (18,8) Nhan xét: Gai phau bénh chi yeu_thudc
T T3 8 (25,0) nhém ung thu bieu mé thé 6ng xam lan
cT4a 3(94) (68,6%). Nhém bd ba dm tinh chiém ty I€ cao
cT4b 8 (25,0) nhat 40,6%. Nong dd CA 15-3 cao gdp 46,9%
cT4c 13,1 céc rudhg hop.
m .
0 1 4375 375 |
40 i
M 218 157 u Trurdic HT (c)
20 125
10 6.25 szs “ Sau HT (yp)
™ 0
o |
Giai doan 0 Giai doan 1 Giai doan 2 Giai doan Giai doan Glal doan
118 1IC

Bléu do 1. Glal_doan bénh trudc va sau froa t
Nhan xét: Sau deu tri 6 19 bénh nhan chuyen sang dai doan phau thuat triét can dudc (ypO, ypl,

vplI, yPIIIA). Trong s6 2 bénh nhén tiéh trién sau didu tr chua cé trudng hap ghinhdn d can xa.
30

% 2 24
20 - _—
ig ' = Sau 4AC
5 4 i, 2 2 wSau 4T
0 - J I S
Papimg hoan Dapimg 1phin Bénhdndinh  Bénh tién trién
toan

Bléu do 2, Pap ung sau hoa tri



VIETNAM MEDICAL JOURNAL N°1 - MARCH - 2020

Nhan xét: Chill yeu bénh dép unq 1 phan cbd
4 benh nhan daLdap Una hoan toan va Ihanq
dnh én gidi phau bénh sau md khéng con t&
bao ung thu.

B&;g 3, Ty Ié phau thudt UTV sau héa tri

dat dugc hiéu qué qlam khél u di téu chuan cb
thé phau thqu riét can. tuy nhién ¢6 1 bénh
nhan tlf chél diéu tri phau thuat.

Bang 4. Song thém khong trién triéh bénh
va song thém toan bo tal cac thoi diéim

bé'tro trudc Thoi diem STKTTB STTB
Phau thuat n % danh gia n % n %

Khéng Khona du tieu 5 156 & thang 28 87,5 32 100

pT chudnPT ! 12 thang 22 688 30 934

TU chdi PT 2 6,2 18 thang 12 37,5 26 81,3

COPT Tfiét ce‘in 18 56,3 24 thang 8 25 19 59,3
Trieu chung 7 21,9 Nhan xét' tle sonq thém Ihong tén tién
Tong 32 100% | bénh va séng thém toan b dat [an luct 25% va

Nhan xét: Co 19 benh nhan chiem 59,4%

59,3% tai thdl diém 24 thang.

Bang 5. Ty lé doc tinh trén hé tao huyét (sé chu ky diéu tri)

P60 Po1-2 P63-4
Boc tinh n % n % n %
Ha BC 129 20,2 492 76,7 19 3,1
Ha BCTT 250 39,1 375 58,6 15 2,3
HaBCTT co sot 5/640 dot truyén (0,78%)
Thieu mau 300 46,9 340 53,1 0 0
Ha Tieu cau 500 78,1 140 219 0 0

Nhan xét: Ty ke ha bach cau gap 79 8%, chu yeu do 1-2 khong gay anh huong phac do dieu tri.

Chi ¢60,78% qap ha BC trung tinh ¢4 s6t.
Bang 6. Ty Ié doc tinh ngoal hé tao

huyét (sé bénh nhan)
P60 Po1-2 Do 3-
Boctinh | ooy | (n/90) | 4(n/o0)
Non-buonndn | 5/156 | 26/81,3 | 1/3,1
VieEm mieng 25/78,1| 7/219 0
Tieu chay 30/938| 2/6,3 0
Phu naoal vi 12/37,5| 20/62,5 0
MEt moi 3/94 | 29/206 0
RLTK ngoai vi | 5/15,6 | 27/84,4 0
Tang mengan | 28/87,5| 4/12,5 0
RLCN than 32/100 0 0
Nhan xet' Cac doc trn nqoal he tao huyet

thumg qap budn nén-ndn, mét mdi (90,6%),
rél loan than kinh ngoa vi (84 4%).

IV. BAN LUAN
1. M4t 6 ddc diém lam sang va_can lam
;é})g UTV giai doan LRTV khéng phau thuat

1.1.Tudi, Tudi trung binh bénh nhdn trong
nqhen cliu nay la S04 tuou thap nhat 1a 21 tudi
va cao nhat 13 65 m tubl trung binh cao hon
so véi cac nchlen ciu khdc nhu cla Phunq Thi
Huyén (2017) tlJOI trung binh 13 49 i [2] va
R.Catane 13 45 tudi [4]

1.2, Gial doan bénh. Trong nc;hlén clu clia
chunq toi, 16 benh rhan ¢6 u nauyén phat lan
rdna tal chd (T4) chiém ty 18 50%, rong dé céd 4
bénh nhan (12 5%) ung thu i the viém. 65,6 %
bénh nhan ¢cé di can hach ving xép giai doan
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cN2 va dic blet ¢b 2 bénh nhén d cdn hach
thuong don cling bén dudc xac chan banq té
bao hoc aduong tihh. Theo nchen cuu cla
Minghao va ¢dng su dénh g Ve val tro héa t
bd trg trudc trong UTV lan rong tai ving, ty 1é
bénh nhan ¢T4 13 26,2%, di ¢an hach nach clng
bén la 88,5% [5].

1.3, Métso décdém can lam sang

Tyleberhrhanmqttﬂbwﬂwuytronq
nqhien ctu clia ching i 1a 25% cao han so vdl
cac nghién clu lkhac cé thé IV ddi do thé tiéu
thity thudng dién tén cham trong thal glan dal
trudc khi bénh nhan dudc chan dodn va ngudi
bénh thucng chil quan va chan doén & gial doan
d3 mudn [6].

Ha chat chi dém u thudhg dugc str dung
trén 13m sang danh gld trudc trong va sau diéu
tri. Trong nghién clu cla chung ti, ty Ie CEA
cao trudc diéu tri chi chiém 156% va ty 3
CA15-3 cao chiém 46 9% Hal chit chi dém u
CEA va CA15-3 ¢b thé cé dd nhay Ihdng cao
trong UTV glal doan LRTV, tuy nhién phol hop ca
2 chat chi @ém cb thé de tang do nhay va @b
dic hiéu frong theo doi diéu tri.

2. Két qua diéu tri

2.1. Thay dol giai doansau diéu tri

Muc dich héa i b8 trg trong UTV gai doan
LRTV I3 1dm gidm kich thudc va dal doan khdiu,
tao diéu lién thudn lof cho phau thudt hodc “hda
tri chuyén dai” glp didm gial doan Ihdi u tY
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Ikhdng phau thuat ducc thanh phau thuat duoc.

Trong nghién cuu cla chiing tdi, c6 16 bénh
nhan (SO%) chuyen sang gial doan ypo, ypI
vpll va 3 benh nhan chuyen giai doan ypllIA co
Iha nana phau thuat triét can sau héa . C6 2
bénh nhan tiéh trién sau hda i tan b8 trg 4AC
léu déy, tuy nhién tai thén diém két thic 4T,
lhonq ¢é udhg hop nao dudc ghi nhan tién
trién sana glal doan di cdn xa, 4 trudng hop ddp
uhq hoan toan vdi hoa tri bd tro trude trén ldm
sang, tuy nhién chi ¢6 3 bénh nhan dugc phau
thuat triét cdn do 1 bénh nhan tr chdl tép tuc
hda tri va ¢ 3 bgnh nhan nay cﬁu duac Ihdng
dnh bina ddl phau bénh sau mé v khdng con
t€ bao ung thu va hach nach Ikhdng ¢é di can
ung thu. Khﬁng_ ¢4 bénh nhadn nao trong 3 bénh
nhan ducc phau thuat bao ton sau lhi dat dap
Uhq hoan toan do bénh nhan khong dugc danh
dau bang dnh vi kim day vi trf u nguyén phat
trudc phau thuat.

2.2, Panh gia ddp ung sau diéu tri ACT
léu day. Trong nghién cliu nay, ¢6 4 bénh nhan
dép Ung hoan todn (12,5%), trong dé_3 bénh
nhén dat ddp Ung hoan toan vé gidi phau bénh.
Nghién clu R.Catane va cdng su ghi nhan tv 1€
ddp Umg hoan toan vdi phéc dé ACT liéu day tan
bd trg la 18%[4], ty 1€ néy cao hon trong ngién
cliu clia ching tdl cd thé do glal doan benh cua
bénh nhan trong nghién cliu ndy bao gdém ca
nhém bénh nhan glal doan sém hap héa 1 bd
trg trudc vé muc dich tén hanh phau thuat béo
ton. Lan luot ty € dédp Ung mot phan trong
nghién cliu cla ching t6i 13 75% tuohg tu nhu
ahi nhén clia R.Catane la 729%, nhém khdna cd
dép Ung sau di 8 chu Ky 1& 12,59%, nghién cliu
cla Catane la 10%[4].

2.3, Phau thuat sau hoa tri bé'tro trudc

Trong nohién clu cua ching toi, 20 benh
nhan (62,5%) da dyoc chuyen dél thanh c¢ong
sang nhém cé thé phau thuat triét can dudc tuy
nhién do 2 bénh nhan tr chdi nén chi con 18
bénh nhén (56,3%) dudc phau thudt cit - tuyén
vU triét c3n bién doi. Cé 21,9% bénh nhan van
duge tién hanh phiu thudt nhung chi 13 phau
thuat tmang tinh chat tneu chUhq

P4l vé nghién cliu cla R.Catane trén 53
bénh nhan UTV dugdc hda i bd trg trudc, chi cd
8 bénh nhan thudc nhém khéng phau dec naay
o dau, sau hda tri bb trg trudc 80% bénh nhan
dugc phau thuatIdy u bao tdn tuyén via[4].

2.4, Song thém tal thol dién 6 théang, 1
nam, 18 thang va 24 thar

Tal cic thdl &é€m danh g 6 thang, 12 thing
va 18 théng, tv I STKTTB va STTT [an luct va
87,5%, 68,8%, 37,5%), 25% va 100%, 93,4%,;

81,3%, 59,3%.

Theo d’l nhan nghién cu cla R, Catane va
cdng su, ty sonq thém Lhonq tal phét vé s6ng
thém khoéng di can xa > 1nam cga cac bénh
nhan UTV gial doan LRTV dudc phau thudt dat
ty 18 14 91,8% va 87,8%, tai thdl dém 2 n3m I3
44,8va 319%,sau 3 n3m chi cdn 12,5 va 25%.

3. Kha nz‘ing dungnap phéc dé

3.1, Dgic tinh trenhé tao huyét

Péc tinh trén hé tao huyetphacdéACrieu
day thip han so vdl phéc db AC chu ky 3 3 tuan
do bénh nhan duoc tiém thudc ténq bach cau du
phong buac 1 ngay tu lhi bt dau héa tri. Ha
bach cdu va ha bach cdu trung tinh g3p chu yeu
trong giai doan diéu tri 4T do qal doan nay
lhonq con tém muoc ténq bach cau du phénq
Chi ¢6 5 luot diéu tri ¢é xuat hién ha bach cau cd
bién chimng sét (chiém <19%) tuohg duong vdl
nghién cdu clia Minhao Wang va ¢ong su [5].
Cac dbc tinh hé tao huyét phan Ion & mlc do
nhe, hdl phuc duge va khong lam anh hudng
dén phac do diéu tri cla ngudl bénh.

3.2, Poc tinh ngoal hé tao huyét

Phac db AC dudc lkhuyén cdo la phéc db ¢b
nguy ¢d Nén va budn ndn rat cao. Tuy mol bénh
nhan ducc s dung phac dé chéng ndn béac 2
hodc 3 phdi hop 3 thuoc (SHT3, dexamethasone
va diazepam)[ 7] van cé 81,3% bénh nhan ¢é
déc tinh nén dé 1-2, ¢d 2 benh nhan phai vao
vién truyén dich ch6'ng nén sau hda trl do déc
thh nén dé 3-4. Minhao Wang cing aghi nhan
1/53 bénh nhan ¢ bién chimgndndé 4 [S].

Triéu chimng t€ bl than linh ngoai vi la tac
dung phu Ikha thudng gép vai phéac do Paclitaxel,
tuy nhién do bénh nhan chi truyén 4 chu ky nén
phan Ion ddc tinh & mlc nhe 1-2 chiém 84,4%
va hol phuc ducc sau ngling truyén Paclitaxel.

V. KET LUAN

Két qua nahién clru khdng dinh phédc dé ACT
liéu daytronqdeutnbotrd bé trg trudc cho
bénh nhan UTV glal doan sém va dal doan LRTV
cho hiéu qua diéu trj cao, Ikhd nang dung nap tot
han ché dbc tinh huyét hoc do ¢ suho trg cla
thudc ting bach cau du phong.

KHUYEN NGHI_

Nén ¢o s hé trg & 100% bénh nhan duoc
s dung thudc t3ng bach ciu du phong cho phéc
do ACT liéu day.
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